What is claimed is: 



1. A method of preventing or treating 
atherosclerosis or restenosis in a mammal, comprising 
administering to said mammal an effective amount of a 
compound selected from the group consisting of structure 
Formula VI, Formula VII, Formula VIII and Formula IX, 



wherein Formula VI is; 




or a pharmaceutically acceptable salt thereof wherein. 



A^^ is 



a) 


CI, 




b) 


Br, 




c) 


CN, 




d) 


NO2, or 




e) 


F; 




is 






a) 


R^^-^ or 




b) 






R^^ 


-3 and R^^-' 


may 


selected from 


the 


a) 


H, 




b) 


halo^^ 




c) 


aryl^S 




d) 


S(0)™R^'-' 


f 


e) 


{C=0) R^^"^ 


t 


f ) 


(C=0)OR^^ 


-9 


g) 


cyano. 
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^VI-6 



h) het^"^, wherein said het^"^ is bound via a carbon 
atom^ 

i) 0R^^-^^ 
j) Ohet^'S 

k) nr^^-'r^^-^ 

1) SR^^-^^ 
m) Shet^^ 
n) NHCOR''^"^^^ 
o) NHSOsR^^"^^, 

p) Ci-7alkyl which may be partially unsaturated and 
optionally substituted by one or more 
substituents of the group r'^^^'^S OR''^"^^ SR'^^"^^, 
SR''^"^^ NR''^''^R'^^-^ halo, (C=0) Ci-7alkyl, or 
SOmR^^"^, and 

q) R^^"^ together with R^^"^ or R^^~^ form a 

carbocyclic or ^^"het which may be optionally 
substituted by NR^^"'^R^^"^, or Ci-valkyl which may 



R^^-^ is 



is 



be optionally substituted by OR^*^'"^"^, 



a) (CH2CH20)iR^^"^°, 

b) Ci-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from a group consisting 
of NR^^"^R^^"^ R^^"^^ SOmR''^"^, or OC2-4alkyl which 
may be further substituted by het^""", OR^^''^^, or 
NR^^-^R^^-S or 

c) C3-8cycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents selected from a group 
consisting of R^^"", NR^^-V^-% SO^.^^R^^-^ or 
Ci-7alkyl optionally substituted by R^^'-"^^, 



j^j^vi-7j^vi-8^ or SO/^R^^-^• 



a) Ci-7alkyl, 

b) NR^^-^R^^-% 
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c) aryl'^^, or 

d) het^^, wherein said het^^ is bound via a carbon 
atom; 

r"^^""^ and R^^"^ are independently 

a) H, 

b) aryl^', 

c) Ci^ialkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from a group consisting 
of aryl^^ NR^^'^^R^^'^^ R^^'^S SO^,R^^-^ 
CONR'''-^^R'''"^^ or halo, or; 

d) Cs-scycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents selected from a group 
consisting of R , NR R , SOm R / or 
Ci-7alkyl optionally substituted by R^^"^^, 
^j^vi-7^vi-8^ or SO/^R^^-^ or 

e) R^^""^ and R^^'^ together with the nitrogen to 
which they are attached form a het^^; 



5V1-9 



IS 

a) aryl''^ 

b) het^^ 

c) Ca-acycloalkyl, 

d) methyl, or 

e) C2-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from a group consisting 
of NR^'''°R^'-'^ R^'-'S SH, CONR^'-'°R^'-'°, or halo; 



is 



a) H, 

b) methyl, or 

c) C2-7alkyl optionally substituted by OH; 



R^^-^^ is 



a) 0R^^-^^ 

b) Ohet^^ 



59 



c) Oaryl^\ 

d) C02R^''"'\ 

e) het^^ 

f) ^^-aryl^^ 

g) CN, or 

h) C3-8cycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents selected from a group 
consisting or R , NR R , 30^ R / or 
Ci-7alkyl optionally substituted by R^^"^\ NR""^""^ 



R^^-^2 is 



R^^-^^ is 



R^^-^ or SO^R^^-^ 



a) H, 

b) het''^ 

c) aryl''^ 

d) C3_8cycloalkyl , 

e) methyl, or 

f) C2-7alkyl optionally substituted by NR^^~^R^^" 



or R^^-^^ 



a) (P=0) (0R^^-^M2, 

b) CO(CH2)n^^CON (CH3) - (CH2)nS03"M^^'', 

c) an amino^''" acid, 

d) C(=0)aryl^^, 

e) C (=0) Ci-valkyl optionally substituted by NR^^""^ 
R''^"% aryl^^ het^^ CO2H, or O (CH2) nC02R''^"^\ or 

f ) C(=0)NR^^"'^R^^"^ 
R^^-^^ is 

a) H, or 

b) Ci_7alkyl/ 

each i^"^ is independently 2, 3, or 4; 
each n^"^ is independently 1, 2, 3, 4 or 5; 
each m^"^ is independently 0, 1, or 2; 
M^"^ is sodium, potassium, or lithium; 

aryl^"^ is a phenyl radical or an ortho-fused bicyclic 
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carbocyclic radical wherein at least one ring is 
aromatic ; 

wherein any aryl^"^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, C02R^^"^S CF3, Ci-ealkoxy, and Ci-e 
alkyl which maybe further substituted by one to 
three SR^^-^\ NR^^-^^R^^-^\ 0R^^-^\ or CO.R^'-'S- 

het^"^ is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1, 2, or 3 heteroatoms selected from the 
group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 

wherein any het^"^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R^^"^^/ CF3, Ci-.6alkoxy, 
0x0, oxime, and Ci-g alkyl which maybe further 
substituted by one to three NR''^"^^r'''''^% 
0R^^-^\ or C02R^'-'\- 



wherein Formula VII is 




VII 



or a pharmaceutically acceptable salt thereof, 

wherein 

A^" is 

a) CI, 

b) Br, 

c) CN, 

d) NO2, or 

e) F; 
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IS 

a) aryl""^', 

v. \ CI / r\\ viloViI-6 

b) S{0)in H , 

c) (C=0)R^^^"^, with the proviso that if r"^^^"^ is 
^j^vii-7j^vii-8^ then R^^^^^ and R^^^"^ do not both 
equal H, 

d) (C-0) OR^^^"^, 

e) cyanOf 

f) het^"^"^, wherein said het^-'""'" is bound via a carbon 
atom, 

g) Ohet''^^ 

h) NR^^^"'''r^^^'® with the proviso that R^^^""^ and r""^^"^ 
do not both equal 

i) sr^^^-^% 
j) Shet^^^ 

k) NHCOR^^^"^^, 
1) NHS02R^^^"^S 

m) Ci-7alkyl which is partially unsaturated and 
optionally substituted by one or more 
substituents of the group R^^^"^\ OR^^^'^^ 
SR^"-^°, SR^^^-^\ NR^^^-'R^^^"% halo, (C=0) Ci-7alkyl , 
or SOmR^^^"^, or 

n) Ci-7alkyl which is substituted by one or more 
substituents of the group R^^^"^S OR^^^'^^, 
SR^^^-^\ SR^^^-^^ I^R''^^''r''^^-\ halo, (C=0) Ci-valkyi , 
or SOJ^^R^^^-^• 



is 




a) 


H, 


b) 


halo. 


c) 


aryl^", 


d) 




e) 


(C=0) R''""^, 


f ) 


{C=0) OR"""^ 


g) 


cyano. 
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h) 


het^^'"', wherein 




atom. 


i) 




j) 


Ohet^", 


k) 




1) 


3j^vii-io^ 


m) 


Shet^", 


n) 




o) 


NHS02R'^""^^, or 


P) 


Ci-7alkyl which 



optionally substituted by one or more 
substituents of the group R^"'", OR''"'^^, 
SR^"-^°, SR^"-", NR^"-■'R^"-^ halo, (C=0) Ci-valkyl , 
or SO„,^"R^"-S or 
q) R^^^"^ together with R^^^'^ form a carbocyclic or 
het^^^ which may be optionally substituted by 
NR^^^"''r^^^"®, or Ci-7alkyl which may be optionally 



R^"-^ is 



substituted by OR^"'"; 



a) Ci-7alkyl, 

b) NR^"-^R^"-^ 

c) aryl"^', or 

d) het^^^, wherein said het^^^ is bound via a carbon 
atom; 

R^^^"'' and R^^^"^ are independently 

a) H, 

b) aryl^", 

c) Ci-valkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^"-^°R^"-^°, R^^'^S 
SO,R^"-^ CONR^"-^°R^"-'°, or halo, or, 

d) R^"'"' and R^"'^ together with the nitrogen to 
which they are attached form a het^^^; 

R"^^-^ is 

a) aryl^". 
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b) het^", 

c) Cs-gcycloalkyl, 

d) methyl, or 

e) C2-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^^'^^R^"'", R^"'", 



r"^-" is 



R^"-" is 



SH, CONR^"-"R^"-^o, or halo; 



a) H, 

b) methyl, or 

c) C2-7alkyl optionally substituted by OH; 



a) OR^"-", 

b) Ohet^", 

c) Oaryl^", 

d) COzR^"-", 

e) het^", 

f) aryl''", 

g) CN, or 

h) Cs-gcycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents seleted from a group 
consisting of R^""", NR^"-^R^"-«, SO/"R^"-^ or 



Ci-valkyl optionally substituted by R 
NRVii-7pVii-8^ or SO™R^"-^• 



vii-ia 



a) H, 

b) het^", 

c) aryl^", 

d) C3-8cycloalkyl, 

e) methyl, or 

f) C2-7alkyl optionally substituted by NR^""''r^"" 



or R^"-^^ 



(P=0) (0R^"-^'')2, 
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b) CO (CH2) nCON (CH3) - (CH2) nS03"M\ 

c) an amino acid, 

d) C (=0) aryl''^^ or 

e) C (=0) Ci-7aikyl optionally substituted by 
^j^vii>7j^vii-8^ aryl^^\ het^^\ CO2H, or 

0(CH2)n^''C02R^''-'S- 

R^^^-^^ is 

a) H, or 

b) Ci-7alkyl; 

each n^"""^ is independently 1, 2, 3, 4 or 5; 
each m^'^"^ is independently 0, 1, or 2; 
M^""""^ is sodium, potassium, or lithium; 

aryl^^^ is a phenyl radical or an ortho-fused bicyclic 
carbocyclic radical wherein at least one ring is 
aromatic; 

wherein any aryl^^^ is optionally substituted with one or 
more substituents selected from the group consisting 
of halo, OH, cyano, C02R^^^"^^/ CF3/ Ci-ealkoxy, and Ci-e 
alkyl which may be further substituted by one to 
three SR^^^^^S NR^^^-^^R^^^-^\ OR^^^'^S or C02R^''-'' 
groups ; 

het^^^ is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1, 2, or 3 heteroatoms selected from the 
group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 

wherein any het^""""^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R^^^""^^, CF3, Ci-e^lkoxy, 
0x0, oxime, and Ci-e alkyl which may be further 
substituted by one to three SR^'^'^S NR^^'-^'r^"'-'' , 
0R'^''"'\ or COzR''''^'' groups; 

wherein Formula VIII is 
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o o 




VIII 



VIII 



and pharmaceutically acceptable salts thereof. 



wherein 
A^"^ is 
a) 
b) 
c) 
d) 
e) 

R^"^-^ is 
a) 
b) 
c) 



,VIII-2 



IS 



a) 
b) 
c) 
d) 
e) 
f ) 



CI, 
Br, 
CN, 

NO2, or 
F; 

oVIII-5 



5VIII-9 . 



or 



SO2R 



OC2-7 alkyl substituted by OH, 
SC2-7 alkyl substituted by OH, or 

C2-8 alkyl which is partially unsaturated and is 



optionally substituted by one or more 



substituents selected from R^^^^'^^, 



OR 



VIII-13 



j^j^VIII-7j^VIII- 



halo, (C=0)Ci-7 alkyl or 



SO, 



VIIIdVIII-9 , 



with the proviso that when R^"^ ^ = R""^ ^ 



(CH2CH20)i^"^R^"^-^°, 



then R 



VIII-2 



may additionally represent 



a) 
b) 
c) 



H, 

halo, 
(C=0) R 



VIII-6 
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d) (C=0)0R''"^'% 

e) cyano, 

f) 0R^"^-^°, 

g) het^"^ 

h) NR^"^-^R^"^-% 

i) SR^"^-", 
j) het^"^ 

k) NHCOR^"^"^^ 

1) NHSOzR^^"'^^, or 

m) R^"^-2 together with R^"^"^ or R^"^"^ form a 

carbocyclic or het^''^'^ which may be optionally 
substituted by NR^^^'^'r^"^'^, or Ci-7alkyl which 
may be optionally substituted by OR^'''''''^"'^'' ; 
R^"^'^ and rVI"-4 are independently: 

a) H, 

b) halo. 



c) aryl^"^ 

d) S(0)/^"R^"^-«, 

e) (C=0)R 



m 

VIII-6 



f ) {C=^0)OR^^''-^ 

g) cyano, 

h) het^^^"^, wherein said het^"^^^ is bound via a 
carbon atom^ 

i) 0R^"^-^°, 
j) Ohet^"^ 

k) NR^"^-^R^"^-% 

1) SR^"^-^°, 

m) Shet^"^ 

n) NHCOR^"^'^^, 

o) NHS02R''"^'^^, 

p) Ci-7alkyl which may be partially unsaturated and 
optionally substituted by one or more 
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q) 



R 



VIII-5 



IS 

a) 
b) 

c) 
d) 



e) 



R 



VIII-6 



IS 

a) 
b) 
c) 
d) 



substituents of the group R 



VIII-ll 



OR 



VIII-13 



SR 



VIII-IO 



5V111-13 

/ 

VIIIt 



j^j^VIII-7j^VIII-8 



SR 

7alkyl, or SOm^-'^^RVI 1 1 or 



halo, {C=0)Ci- 



R 



VIII-4 



together with R^"^""""^ ^ form a carbocyclic or 



het which may be optionally substituted by 
j^j^viii-7p^viii-8^ or Ci-7alkyl which may be 



optionally substituted by OR^^^^'^S- 

het^^^^, wherein said het^"^^^ is bound via a 

carbon atom, 

aryl^^^^ 

Ci-7alkyi which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR''^^^"'^R''^^^"^ R^'^^^'^S 
SOmR^^^^'^f or OC2-4alkyl which may be further 
substituted by het^'^^ 0R^'^^-^°, or I^R''^^^-'r''^^^-\ 
or 

C3-8cycloalkyl which may be partially 

unsaturated and optionally substituted by one 
or more substituents selected from 



^j^VIII-7j^VIII-8 



SO/^^^R''^^^"^ or Ci-7alkyl optionally 



substituted by R 
SO^.^^^^R^^^^-^• 



viii-11 



j^j^VIII-7j^VIII- 



or 



Ci-7alkyl, 
aryl^"^ or 

het^^'^^, wherein said het^^^^ is bound via 
carbon atom; 



-,VIII-7 



and R 



VIII-8 



are independently 



a) 



H, 
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b) aryl^"\ 

c) Ci-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from isir'''''~^°r''^'''^°. 



j^VI 11-11 



or. 



r^r\ VIIIoVIII-9 



or halo. 



3V111-9 



d) 

is 
a) 
b) 
c) 
d) 
e) 



,VIII-10 



IS 



a) 
b) 

c) 



R 



viii-11 



IS 



R 



a) 
b) 
c) 
d) 
e) 
f ) 

g) 

VIII-12 



R^^^^"*^ and together with the nitrogen to 



which they are attached form a het^^^^; 

aryl^^^^ 
het^^^^ 

Cs-scycloalkyl , 
methyl, or 

C2-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NRvm-iOpVin-io 



5 VIII-11 



SH, CONR^"^-^°R^"^-^°, or halo; 



H, 

methyl, or 

Ca-valkyl optionally substituted by OH; 



Ohet^"^ 

Oaryl^"^ 

C02R^"'"'°, 

het^"^ 

aryl^^^^, or 

CN; 



IS 



a) 



H, 
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b) het^^^\ 

c) aryl^^^^ 

d) C3_8cycloalkyl , 

e) methyl, or 

f) C2-7alkyl optionally substituted by NR''^^^"'^R''''''^ 



or R^^^^-^^ 



R^^^^-^^ is 



a) (P=0) (0R'')2, 

b) CO (CH2) n^^^^CON (CH3) - (CH2) n^'^^^SOa'M'', 

c) an amino acid, 

d) C(=0)aryl''^^^ or 

e) C (=0) Ci-valkyl optionally substituted by 
^^viii-7j^viii-8^ aryl^^^\ het^^^^ CO2H, or 



0{CH2)^^'''C02R^'''-'^ 



a) H, or 

b) Ci-7alkyl; 

each i^-^-^^ is independently 2, 3, or 4; 
each n^^^^ is independently 1, 2, 3, 4 or 5; 
each m^"^"^"^ is independently 0, 1, or 2; 
M^"^"^"^ is sodium, potassium, or lithium; 

aryl^-^-^^ is a phenyl radical or an ortho-fused bicyclic 
carbocyclic radical wherein at least one ring is 
aromatic; 

wherein any aryl^^^^ is optionally substituted with one 

or more substituents selected from halo, OH, cyano, 
C02R^^^^"^^/ CFsr Ci-ealkoxy, and Ci-e alkyl which may be 
further substituted by one to three SR^^'^"''""'"^ , 
NK R f OR , or CO2R groups; 

het^^^^ is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1, 2, or 3 heteroatoms selected from the 
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group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 
wherein any het^^""-"^ is optionally substituted with one or 
more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R^^^^"^'^/ CF3, 
Ci-e^lkoxy, 0x0, oxime, and Ci_6 alkyl which may be 
further substituted by one to three SR^^^^'^^, 
NR R , OR , or CO2R groups; 

wherein Formula IX is 

R'x-2oH o 

RlX-3 




RlX-4 

IX 

and pharmaceutically acceptable salts thereof, 

wherein, 

R^^-^ is 

a) CI, 

b) Br, 

c) CN, 

d) NO2, or 

e) F; 

j^ix-3 R^^'^ are independently selected from: 

a) H, 

b) halo, 

c) aryl^'^, 

d) S(0)^,^^R^^-^ 

e) (C=0)R^^"S 

f) (C=0)OR^^'^ 

g) cyano, 

h) het'"'^, wherein said ^'^"het is bound via a carbon 
atom. 
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i) 0R^^'^°, 

j) Ohet^"^, 

k) NR^^''^R^^'^ 

1) SR^^-^^ 

m) Shet^^, 

n) NHCOR^^'^S 

o) NHS02R^^"^^, or 

Ci-7alkyl which may be partially unsaturated and 
optionally substituted by one or more 
substituents of the group R^^'"^^ OR^^"^^ SR^^~^°, 
SR^'^"^^ NR^^"'^R^^"^ halo, (C=0) Ci-7alkyl , or 



p) 



R^^-^ is 



a) Ci-7alkyl, 

b) NR^^'^'r^^'^ 

c) aryl^^, or 

d) het"^^, wherein said het"""^ is bound via a carbon 
atom; 

R^^"*^ and R^^"® are independently 

a) H, 

b) aryl^^, 

c) Ci_7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^^"^^R^^"^°, R^^"^\ 
SOmR^^"^, CONR^^'^^R^^"^°, or halo, or, 

d) R^^"'' and R^^"^ together with the nitrogen to 



R^^-^ is 



which they are attached form a het; 



a) aryl^"", 

b) het^^, 

c) C3-8cycloalkyl , 

d) methyl, or 
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e) C2-7aik:yl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^^"^°R^^"^°, R^^^"-', 
SH, CONR^'^'^^r'^'^^ or halo; 



j^IX-lO 



is 




a) 


TJ 


o ) 


rue unyx f or 


c) 


C2-7alkyl optionally 


is 




a) 


OR , 


w \ 
O) 


Unet , 


C) 


vjaryj. f 


a ) 


v^U2K , 


e) 


TV 

het^^, 


f ) 


aryl^^, or 


g) 


CN; 


is 




a) 


H, 


b) 


het^"". 


c) 


aryl^^. 


d) 


C3-8cycloalkyl, 


e) 


methyl, or 


f ) 


C2-7alkyl optionally 



R^>^-" is 



R^=^-" is 



^IX-7j^IX-8 



RlX-U 



a) (P=0) (OR"^-''') 2, 

b) CO (CH2) n'^'CON (CH3) - (CH2) n'^'SOs'M'^^, 

c) an amino acid, 

d) C(=0)aryl^^, or 

e) C (=0) Ci-valkyl optionally substituted by 



jjP^ix-7j^ix-8^ aryl^^, het^^, CO2H, or O (CH2) nCOaR^^'^^ 
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a) or 

b) Ci_7alkyl; 

each n^"''^ is independently 1, 2, 3, 4 or 5; 
each m^'^ is independently 0, 1, or 2; 
M"^^ is sodium, potassium, or lithium; 

aryl^^ is a phenyl radical or an ortho-fused bicyclic 
carbocyclic radical wherein at least one ring is 
aromatic; 

wherein any aryl^^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, C02R^^"^^/ CF3, Ci-ealkoxy, and Ci-e 
alkyl which may be further substituted by one to 
three SR , NR R , OR , or CO2R groups; 

het^^ is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1, 2, or 3 heteroatoms selected from the 
group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 

wherein any het"^^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R^^"^\ CF3, Ci-ealkoxy, 
0x0, oxime, and Ci-e alkyl which may be further 
substituted by one to three SR^^"^% NR^^'^'^R^^"^^ 
OR^''"^\ or C02R^''"^^ groups. 



74 



2. The method of claim 1, wherein the compound 

administered has the Formula 

O O 




or a pharmaceutically acceptable salt thereof, 
wherein. 



A^^ is 



a) CI, 

b) Br, 

c) CN, 

d) NO2, or 

e) F; 



R^^-^ is 



a) R^^-^ or 

b) S02R^'-' 



j^vi 2^ j^vi 3 gj^^ p^vi 4 jj^gy ^j^g same or different and are 
selected from the group consisting of: 



a) 


H, 


b) 


halo. 


c) 


aryl^^ 


d) 


S(0)/^R^^-% 


e) 


(C=0) R''^'^, 


f ) 


(C=0) OR^^'^, 


g) 


cyano, 


h) 


het^^, wherein 




atom. 


i) 


0R^^-^°, 


j) 


Ohet^^ 


k) 




1) 


SR^^-^°, 



.VI 



is bound via a carbon 
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m) Shet^^ 

n) NHCOR^^'^^, 

o) NHS02R^^"^^ 

p) Ci-7alkyl which may be partially unsaturated and 
optionally substituted by one or more 
substituents of the group r'''"^^ 0R^^-'\ SR'''"^^ 
SR''^"^^ NR''^"^R'''"^ halo, (C=0) Ci-7alkyl , or 
SOxn^^RVI"^ and 

q) R^^'^ together with R^^"^ or R^^"^ form a 

carbocyclic or het^"^ which may be optionally 
substituted by NR^^"''r^^"% or Ci-7alkyl which may 



R^^-^ is 



R^^-^ is 



be optionally substituted by OR^"^ 



a) (CH2CH20)i^^R^^-^^ 

b) Ci-7alkyl which may be partially unsaturated and 

is optionally substituted by one or more 

substituents selected from a group consisting 

of NR^^-"R^^-^ R^^-^S SO^.^^R^^-^ or OC2-4alkyl which 

may be further substituted by het^^, OR"^^"^*^, or 
^j^vi-7^vi-8^ or 

c) Ca-ecycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents selected from a group 
consisting or R , NR R , SOm R r or 



Ci_7alkyl optionally substituted by R 
j^j^vi-7j^vi-8^ or SO„.^^R^• 



VI-ll 



a) Ci-7alkyl, 

b) NR^^-'^R^^-"% 

\ 1 VI 

c) aryl , or 

d) het^^, wherein said het^^ is bound via a carbon 
atom; 

R^^'^ and R^^"^ are independently 

a) H, 

b) aryl^\ 
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Ci-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from a group consisting 
of aryl^^ NR^^-^°R^^-^^ R^^'^S SO/^R^^-^ 
CONR^^-^^R^^-^^ or halo, or; 
Ca-scycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents selected from a group 
consisting of R^^-^\ NR^^-'r^^-% SOr^^^R^^-^ or 
Ci-7alkyl optionally substituted by R^"^""^"^, 
^j^vi-7j^vi-8^ or SO^.^^R^^-^ or 

R^^""^ and R^^"^ together with the nitrogen to 
which they are attached form a het^^; 

aryl^^ 
het^S 

C3-8cycloalkyl , 
methyl, or 

C2-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from a group consisting 
of NR^^-^°R^^-^^ R^^-^S SH, CONR^^-^°R^^-l^ or halo; 

H, 

methyl, or 

C2-7alkyl optionally substituted by OH; 

0R^°, 

Ohet^^ 

Oaryl^\ 

C02R^°, 

het^^ 

aryl^S 

CN, or 
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h) Cs-ecycloalkyl which may be partially 

unsaturated and optionally substituted by one 
or more substituents selected from a group 
consisting of R^^'^S NR^^'"R^^-^ SO/^R^^-^ or 
Ci-7alkyl optionally substituted by R^^"^^, 



R^^-^^ is 



a) H, 

b) het""', 

c) aryl'^^ 

d) C3>8cycloalkyl, 

e) methyl, or 

f) C2-7alkyl optionally substituted by NR^^'^R^^^^ 



R^^-^^ is 



or R^^-^^ 



a) (P=0) (OR'^'-'^s. 

b) CO (CH2) n'^'CON (CH3) - (CH2) nS03"M^^^, 

c) an amino acid, 

d) C (=0) aryl''^ 

e) C (=0) Ci-7alkyl optionally substituted by 

aryl^^ het^^ CO2H, or 
0(CH2)n''^C02R'''-^S or 

f ) C(=0)NR^^-'^R^^-^ 
R^^-^^ is 

a) H, or 

b) Ci-7alkyl; 

each i"^^ is independently 2, 3, or 4 ; 
each n^^ is independently 1, 2, 3, 4 or Br- 
each m^^ is independently 0, 1, or 2; 
M^^ is sodium, potassium, or lithium; 

aryl^^ is a phenyl radical or an ortho-fused bicyclic 
carbocyclic radical wherein at least one ring is 
aromatic; 

wherein any aryl^^ is optionally substituted with one or 
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more substituents selected from the group consisting 
of halo, OH, cyano, C02R^^"^\ CF3, Ci-ealkoxy, and Ci-6 
alkyl which maybe further substituted by one to 
three NR^^'^^R^^-^S OR^^'^S or COaR^'"''; 

het^"^ is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1, 2, or 3 heteroatoms selected from the 
group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 

wherein any het^^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R^^""^^/ CF3, Ci-ealkoxy, 
0x0, oxime, and Ci~6 alkyl which maybe further 
substituted by one to three SR^'^'^S NR''^"^^r''^"'^\ 
OR^^-^S or C02R^'-'^ 

3. The method of Claim 2, wherein A^^ is Cl. 

4. The method of Claim 2, wherein the compound 
administered is selected from the group consisting of 

N- (4-chlorobenzyl) -6-iodo-l-methyl-4-oxo-l , 4-dihydro-3- 
cinnolinecarboxamide; N- (4-chlorobenzyl) -6- ( 3-hydroxy-l- 
propynyl) -l-methyl-4 -oxo-1 , 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -6- (hydroxymethyl ) - 1 -methyl -4 -0x0- 1 , 4- 
dihydro-3-cinnolinecarboxamide ; 

N- (4-'Chlorobenzyl) -6- ( 4-hydroxy-l-butynyl ) -l-methyl-4- 
0x0-1 , 4 -dihydro-3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -l-methyl-6- ( 4-morpholinylmethyl ) -4- 
0x0-1, 4-dihydro-3-cinnolinecarboxamide; N- (4- 
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chlorobenzyl) -8-{ [ (IR, 2R) - 1 -hydroxy- 2 - 

methylcyclohexyl ] ethynyl } -l-methyl-4-oxo-6- (tetrahydro- 
2H-pyran-4-ylmethyl ) -1, 4-dihydro-3-cinnolinecarboxamide ; 

N- ( 4 -chlorobenzyl ) -8- ( cyclopropylethynyl ) -l-methyl-6- (4- 
morpholinylmethyl ) -4-oxo-l, 4 -dihydro-S- 
cinnolinecarboxamide ; 

N- ( 4-chlorobenzyl ) -8- [3- (dimethylamino) -1-propynyl] -1- 
methyl-6- ( 4-morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -l-methyl-4-oxo-8- { 4- [ (4R) -2-oxo-l, 3- 
oxazolidin-4-yl] -1-butynyl } -6- (tetrahydro-2H-pyran-4- 
ylmethyl) -1, 4-dihydro-3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- ( 4-hydroxy-l-butynyl ) -l~methyl-6- (4- 
morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- [ ( 1-hydroxycyclohexyl) ethynyl] -1- 
methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- (3, 3-dicyclopropyl-3-hydroxy-l- 
propynyl ) -l-methyl-6- (4-morpholinylmethyl) -4-oxo-l , 4- 
dihydro- 3 -cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [ (3S) -3-hydroxy-l-butynyl ] -1-methyl- 
6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

8- { 3- [ ( aminocarbonyl ) amino] -3-methyl-l-butynyl } -N- ( 4- 
chlorobenzyl ) -l-methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4- 
dihydro- 3- cinnolinecarboxamide; 
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N- ( 4 -chlorobenzyl ) -l-methyl-8- [ 3-methyl-3"- (4-thioxo- 

1, 3, 5-triazinan-l-yl) ~l-butynyl] -6- ( 4-morpholinylmethyl ) - 

4 -oxo-1 , 4 -dihydro-3-cinnolinecarboxamide ; 

( 4 -chlorobenzyl ) -8- [ (3R) -3-hydroxy-l-butynyl ] -1-methyl- 
6~ (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- ( 4 -chlorobenzyl ) -1 -methyl- 6- (4-morpholinylmethyl ) -4- 
oxo-8- { 4- [ (4R) -2-oxo-l, 3-oxazolidin-4 -yl ] -1-butynyl } -1, 4- 
dihydro-3-cinnolinecarboxamide; 
N- (4-chlorobenzyl) -8- [3- (1, l-dioxido-4-thiomorpholinyl ) - 
1-propynyl] -l-methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4- 
dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- ( 5-hydroxy-l-pentynyl ) -l-methyl-6- 
( 4 -morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8-{ [ (1R,2S) -2- 
hydroxycyclopentyl] ethynyl } -l-methyl-6- ( 4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- ( 4-chloroben2yl) -8- ( 3-hydroxy-3-methyl-l-butynyl ) -1- 
methyl-6- ( 4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- (4, 5-dichloro-lH-imidazol-l-yl ) - 
1-propynyl] -l-methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4- 
dihydro-3-cinnolinecarboxamide ; 
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N- (4-chlorobenzyl) -8- ( 3-hydroxy-l-propynyi ) -1-methyl- 
( 4-morphoiinylmethyl ) -4-oxo~l, 4 -dihyciro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -l-methyl-4-oxo-8- (phenylethynyl ) -6 
( tetrahydro-2H-pyran-4-ylmethyl) -1^ 4-dihydro-3- 
cinnolinecarboxamide ; 

N- ( 4-chlorobenzyl ) -8 - ( 3-hydroxy-3-phenyl-l-propynyl ) - 
methyl-4-oxo-6- ( tetrahydro-2H-pyran-4-ylmethyl ) -1, 4- 
dihydro~3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- ( 3-hydroxy-l-propynyl ) -1-methyl- 
oxo-1 , 4 -dihydro-3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- ( 4-hydroxy-l-butynyl ) -l-methyl-4 
oxo-1 , 4 -dihydro-3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- ( 3-hydroxy-l-propynyl ) -1-methyl- 
oxo-6- ( tetrahydro-2H-pyran-4 -ylmethyl ) -1, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- (4-hydroxy-l-butynyl) -l-methyl-4 
oxo-6- ( tetrahydro-2H-pyran-4-ylmethyl) -1, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- [3- (dimethylamino) -1-propynyl] -1 
methyl-4-oxo-6- (tetrahydro-2H-pyran-4-ylmethyl) -1, 4- 
dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl ) -1- [ 3- (methylsulf onyl) propyl ] -6- ( 4- 
morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 
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N- ( 4 -chlorobenzyl ) -1- [ 3- (methyl sulf any 1 ) propyl ] -6- ( 4 - 
morpholinylmethyl) -4-oxo-l, 4 -dihydro-3- 
cinnolinecarboxamide ; 

N- (4 -chlorobenzyl) ~1- [ ( 2 -hydroxyethoxy) methyl ] -6- (4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

( 4 -chlorobenzyl ) -6- { 4 -morpholinylmethyl ) -4-oxo-l- 
tet rahydro-3- f uranyl-1 , 4 -dihydro- 3 -cinnolinecarboxamide ; 

N- (4 -chlorobenzyl) -1- (1, 2-diethyl-4-pyrazolidinyl ) -6- (4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -6- (4 -morpholinylmethyl) -1- (3- 
oxetanyl) -4-oxo-l, 4 -dihydro-3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) 3- [ O'- 

hydroxypropyl ) sulfonyl] propyl } -6- ( 4 -morpholinylmethyl ) -4- 
oxo-1 , 4-dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -1- [2- (2-ethoxyethoxy) ethyl] -6- (4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -6- ( 4 -morpholinylmethyl ) -4-oxo-l- 
[ (phenylsulfinyl) methyl] -1, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -6- (4-morpholinylmethyl ) -4-oxo-l- 
[ (phenylsulfonyl ) methyl ] -1, 4-dihydro-3- 
cinnolinecarboxamide ; 
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N- (4-chlorobenzyl) -6- ( 4-morpholinylmethyl ) -4-oxo-l- 
[ (phenylsulf any 1) methyl] -1, 4-dihyciro-3- 
cinnolinecarboxamide ; 

N- ( 4-chlorobenzyl) -6- {4-morpholinylmethyl) -4-oxo-l- 
tetrahydro-2H-pyran-3-yl-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- {4-chlorobenzyl) -1- [ (methylsulf any 1 ) methyl ] -6- (4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -l-{ [ ( 4-chlorophenyl ) sulfinyl ] methyl } - 
6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -6- {4-morpholinylmethyl) -4-oxo-l- 
tetrahydro-2H-pyran-4-yl-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -1 -methyl -6- (4-morpholinylmethyl) -4- 
oxo-8- {4-thiomorpholinylmethyl) -1, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [ ( 4-hydroxy-l-piperidinyl ) methyl ] -1- 
methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8-{ [ (3R) -3- 
hydroxypyrrolidinyl ] methyl } -l-methyl-6- ( 4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
c i nno line car boxamide ; 
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N- ( 4 -chlorobenzyl ) -8- [ ( 3 -hydroxy- l-piperidinyl ) methyl ] -1- 
methyl-6- { 4 -morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

[ 3- { [ ( 4 -chlorobenzyl ) amino] carbonyl } -1 -methyl -6- ( 4 - 
morpholinylmethyl) -4-oxo-l, 4-dihydro-8-cinnolinyl ] methyl 
4 -morpholinecarboxylate ; 

N- ( 4-chlorobenzyl ) -8- ( hydroxymethyl ) -l-methyl-6- (4- 
morpholinylmethyl) -4-oxo-l^ 4-dihydro-3- 
c i nno line car boxamide ; 

N- (4-chlorobenzyl ) -8- [ ( 3-cyanobenzyl) amino] -l-methyl-6- 
( 4-morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -l-methyl-6^ 8-bis {4-morpholinylmethyl) - 
4-oxo-l, 4-dihydro-3-cinnolinecarboxamide; 

8- [ ( 1 -acetyl -4 -piper idinyl) amino] -N- (4-chlorobenzyl) -1- 
methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
ci nno line car boxamide ; 

N- (4-chlorobenzyl) -l-methyl-8- { [l-methyl-2- 
(phenylsulf onyl) ethyl] amino}-6- (4-morpholinylmethyl) -4- 
oxo-1 , 4-dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8-{ [3- (4-methoxyphenyl) -1- 
methylpropyl] amino} -l-methyl-6- (4-morpholinylmethyl) -4- 
oxo-1 , 4-dihydro-3-cinnolinecarboxamide; 

8-amino-N- (4-chlorobenzyl) -l-methyl-6- ( 4- 
morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 
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N~ ( 4-chlorobenzyl ) -1-methyl- 6- ( 4 -morpholinylmet hyl ) -8- 
[ ( 3-nitrobenzyl ) amino] -4~oxo-l, 4-dihydro-3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -l-methyl-6- ( 4-morpholinylmethyl ) -4- 
oxo-8- ( tetrahydro-2H-pyran-4-ylamino) -1, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -6- ( 3 -hydroxy- 1 -propyl ) - 1-methyl- 4 -oxo- 
1 , 4 -d i hydro -3-cinnolineca rboxamide; 

N- (4-chlorobenzyl) -6- ( 4 -hydroxy-l-butyl ) -l-methyl-4 -oxo- 
1 , 4-dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8-{ [ (IR, 2R) -l-hydroxy-2- 
methylcyclohexyl] ethyl } -1-methyl -4 -oxo- 6- ( tetrahydro-2H- 
pyran-4 -ylmethyl ) -1, 4-dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- ( cyclopropylethyl ) -l-methyl-6- (4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolineca rboxamide ; 

N- {4-chlorobenzyl) -8- [3- (dimethylamino) -1-propyl] -1- 
methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) - 1-methyl- 4-oxo-8- { 4- [ (4R) -2-oxo-l, 3- 
oxazolidin-4-yl] -1-butyl } -6- (tetrahydro-2H-pyran-4- 
ylmethyl) -1, 4-dihydro-3-cinnolinecarboxamide ; 

N- {4-chlorobenzyl) -8- ( 4 -hydroxy- 1-butyl ) -l-methyl-6- ( 4- 
morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnol ineca rboxamide ; 
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N- ( 4 -chlorobenzyl ) -8- [ ( 1 -hydroxycyclohexy 1 ) ethyl] -1- 
methyl-6- { 4-morphoiinylmethyi) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chloroben2yl) -8- (3^ 3-dicyclopropyl-3-hydroxy-l- 
propyl) -l-methyl-6- ( 4-morpholinylmethyl ) -4-oxo-l, 4- 
dihydro-3-cinnolinecarboxamide; 

N~ (4-chloroben2yl) -8- [ (3S) -3~hydroxy-l-butyl] -l-methyl-6- 
( 4-morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

8- { 3- [ (aminocarbonyl) amino] -3-methyl-l -butyl } -N- ( 4- 
chlorobenzyl ) -l-methyl-6~ (4-morpholinylmethyl) -4-oxo-l, 4- 
dihydro-3-cinnolinecarboxamide; 

N- (4 -chlorobenzyl) -l-methyl-B- [3-methyl-3- (4-thioxo- 

1,3, S-triazinan-l-yl) -1-butyl] -6- (4-morpholinylmethyl) -4- 

oxo-1, 4-dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [ (3R) -3-hydroxy-l-butyl ] -l-methyl-6- 
(4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide / 

N- (4 -chlorobenzyl) -l-methyl-6- (4-morpholinylmethyl) -4- 
oxo-8-{ 4- [ (4R) -2-oxo-l, 3-oxazolidin-4-yl] -l-butyl}-l, 4- 
dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- (1, l-dioxido-4-thiomorpholinyl ) - 
1 -propyl] -l-methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4- 
dihydro-3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- ( 5-hydroxy-l-pentyl ) -l-methyl-6- (4- 
morpholinylmethyl ) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 
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N- (4-chlorobenzyl) -8-{[(lR,2S)-2- 
hydroxycyclopentyl ] ethyl } -1 -methyl -6- (4- 
morpholinylmethyl ) -4-oxo-l, 4-dihydro-3-~ 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- ( 3~hydroxy-3-methyl-l-butyl ) -1- 
methyl~6"- (4-morpholinylrnethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- (4, 5-dichloro-lH-imidazol-l-yl ) - 
1-propyl] -l-methyl-6- ( 4-morpholinylmethyl ) -4-oxo-l, 4- 
dihydro- 3 -cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- (IH-imidazol-l-yl ) -1-propyl] -1- 
methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- ( IH-imidazol-l-yl) -1-propynyl] -1- 
methyl-6- (4-morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- ( 3-hydroxy-l-propyl ) -l-methyl-6- (4- 
morpholinylmethyl) -4-oxo-l, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -l-methyl-4-oxo-8- (phenylethyl ) -6- 
(tetrahydro-2H-pyran-4-ylmethyl) -1, 4-dihydro-3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- ( 3-hydroxy-3-phenyl-l-propyl ) -1- 
methyl-4-oxo-6- ( tetrahydro-2H-pyran-4-ylmethyl) -1, 4- 
dihydro- 3 -cinnolinecarboxamide; 
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N- ( 4 -chlorobenzyl ) -8- ( 3-hydroxy-l-propyl ) -l-methyl-4-oxo- 
1 , 4-dihydro-3-cinnoiinecarboxamide; 

N- ( 4 -chlorobenzyl ) -8- ( 4 -hydroxy-l-butyl ) -l-methyl-4-oxo- 
1 , 4 -dihydro-3-cinnolinecarboxamide ; 

N- ( 4 -chlorobenzyl ) -8- ( 3-hydroxy-l-propyl ) -l-methyl-4-oxo- 
6- ( tetrahydro-2H-pyran-4-ylmethyl) -1, 4~dihydro-3- 
cinnolinecarboxamide ; 

N- ( 4 -chlorobenzyl ) -8- ( 4 -hydroxy-l-butyl ) - 1 -methyl- 4 -oxo- 
6- ( tetrahydro-2H-pyran-4-ylmethyl ) -1^ 4-dihydro-3- 
cinnolinecarboxamide ; 

N- ( 4 -chlorobenzyl) -8- [3- (dimethylamino) -1 -propyl] -1- 
methyl-4-oxo-6- ( tetrahydro-2H-pyran-4-ylmethyl ) -1, 4- 
dihydr o- 3 -cinnolinecarboxamide; 

N- (4 -chlorobenzyl) -l-methyl-8- { [methyl (tetrahydro-2- 
f uranylmethyl) amino] methyl } -6- (4-morpholinylmethyl ) -4- 
oxo-1 , 4-dihydro-3-cinnolinecarboxamide; 

and pharmaceutically acceptable salts thereof. 

5. The method of Claim 1, wherein the compound 
administered has the Formula VII 



rVII.I 



OH O 




VII 



or a pharmaceutically acceptable salt thereof^ 
wherein. 



A' 



VII 



IS 
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CI, 
Br, 
CN, 

NO2, or 
F; 



aryl^", 

(C=0)R^"~^, with the proviso that if r''""^ is 
^j^vii-7j^vii-8^ then R^"-' and R^""^ do not both 
equal H 

(C=0)OR''"'^ 
cyano , 

het^"'"'', wherein said het^"^"^ is bound via a carbon 

atom, 

Ohet^", 

NR^^^'^'r^""^ with the proviso that R^"''' and r''^^"^ 
do not both equal H 

Shet^", 

NHCOR^^^"^^, 

NHS02R^^^'^^, 

Ci-7alkyl which is partially unsaturated and 
optionally substituted by one or more 
substituents of the group R^^^"", OR^""^^, 
SR^"-^°, SR^"-^^ NR^"-'r^"-% halo, (C=0)Ci-7alkyl, 
or SOn,R^"'^, or 

Ci-7alkyl which is substituted by one or more 
substituents of the group R^"~^S OR^"'^^ 
SR^"-^°, SR^"-^^ NR^"-^R^"-«, halo, (C=0) Ci.^alkyl, 
or SO/"R^"-^• 



H, 

halo, 
aryl^", 
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d) 


S(0)/"R^"-^ 


e) 


(C=0) r""'^. 


f ) 


(C=0)0R''"'^, 


g) 


cyano. 


h) 


het f wherein 




atom. 


i) 




j ) 


^1 ^VII 

Ohet , 


k) 




1) 


3j^vii-io^ 


m) 


Shet^^\ 


n) 




o) 


NHS02R^^^"^^ or 


P) 


Ci-7alkyl which 



R"^-^ is 



.VII 



is bound via a carbon 



optionally substituted by one or more 
substituents of the group R^^^"^\ OR^^^"^^, 
SR^^^-^^ SR^^^-^^ NR^"-'^R^^^-^ halo, (C=0)Ci-7alkyl, 
or SO^,^^^R^^^-^ or 
q) R^^^"-^ together with R^^^"^ form a carbocyclic or 



het^*"""^ which may be optionally substituted by 

-valky 

substituted by 0R^^^~^^ 



NR^""'^R^^^"% or Ci-7alkyl which may be optionally 



a) Ci-7alkyl, 

b) NR^^^-^R^^^-^ 

c) aryl^^^, or 

d) het^"""^, wherein said het^"^^ is bound via a carbon 
atom; 

R^^^'^ and R^^^"^ are independently 
a) 

b) aryl''^^ 

c) Ci-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^'^^'^^r''^^-^^ R^'^^'^S 
SO,R^^^-^ CONR^''-^*^R^''-'^ or halo, or. 



91 



d) R"""'' and rV"-^ together with the nitrogen to 



R^"-5 is 



R^"-^° is 



R^"-^^ is 



5VII-I2 



which they are attached form a het 



VII 



a) aryl^", 

b) het^", 

c) Ca-gcycloalkyl, 

d) methyl, or 

e) C2-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^""^°R^^^"^°, r''""^^ 



SH, CONR^"-i°R^"-^°, or halo; 



a) H, 

b) methyl, or 

c) C2-7alkyl optionally substituted by OH; 



a) 0R^"-^°, 

b) Ohet^", 

c) Oaryl''", 

d) C02R^"'-", 

e) het^", 

f) aryl^", 

g) CN, or 

h) Cs-scycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents seleted from a group 
consisting of R , NR R , SOm R , or 
Ci-7alkyl optionally substituted by R^^^"-"^^, 



NR^"-^R^"-«, or SO/"R^"-^ 



is 

a) H, 

b) het^", 

c) aryl^", 

d) C3-8cycloalkyl, 

e) methyl, or 
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VII-7t:sVII-8 



f) C2-7alkyl optionally substituted by NR'^^^^'R 



or 



l""''-'' is 



a) (P-0) (0R^''-'^2, 

b) CO {CH2) n'^^^CON (CH3) - (CH2) nSOs'M''^^^, 

c) an amino acid, 

d) C(=0)aryi^^^ or 

e) C (=0) Ci-yalkyl optionally substituted by 
^j^vii-7j^vii-8^ ^^y^vii^ het^^^ CO2H, or 



0(CH2)n^''C02R^''-'^ 



R^"-^^ is 



a) H, or 

b) Ci-7alkyl; 

each n^^^ is independently 1, 2, 3, 4 or 5; 
each m^"'''^ is independently 0, 1, or 2; 
M^-^^ is sodium, potassium, or lithium; 

aryl^^""" is a phenyl radical or an ortho-fused bicyclic 
carbocyclic radical wherein at least one ring is 
aromatic; 

wherein any aryl^"^^ is optionally substituted with one or 
more substituents selected from the group consisting 
of halo, OH, cyano, C02R^^^"^% CF3, Ci-ealkoxy, and Ci-e 
alkyl which may be further substituted by one to 
three SR^^^-^% NR^^^-^^R^"-^\ OR^^^-^% or C02R^''-'' 
groups; 

het^^^ is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1, 2, or 3 heteroatoms selected from the 
group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 

wherein any het^"^""" is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R^^^^^'', CF3, Ci-e^lkoxy, 
0x0, oxime, and Ci-e alkyl which may be further 
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substituted by one to three SR^''-'^ NR^^'-^'r^^'-^S 
0R^^^-^\ or C02R^''-'' groups. 

6. The method of Claim 5^ wherein A^-^^ is CI. 

7. The method of Claim 6, wherein r^^^'^ is selected 
from the group consisting of CH2-morpholine , alkynl-CH20H, 
CH2- (tetrahydro-2H-pyran-4-yl) and (CH2) 3OH. 

8. The compound of Claim 6, wherein the compound 
administered is selected from the group consisting of 

N- ( 4 -chlorobenzyl ) -4 -hydroxy-6- ( tetrahydro-2H-pyran-4 - 
ylmethyl ) - 3-cinnolinecarboxamide ; 

N- ( 4-chlorobenzyl ) -4 -hydroxy-6- ( 4 -morpholinylmethyl ) -3- 
cinnolinecarboxamide ; 



Methyl 3- { [ (4-chlorobenzyl) amino] carbonyl } -4-hydroxy-6- 
cinnolinecarboxylate ; 

N- (4-chlorobenzyl) -4-hydroxy-6- (hydroxymethyl ) -3- 
cinnolinecarboxamide N- (4-chlorobenzyl) -8- 
(cyclopropylethynyl ) - 4 -hydroxy- 6- 

( 4 -morpholinylmethyl ) -3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- [3- (dimethylamino) -1-propynyl] -4- 
hydroxy-6- ( 4-morpholinylmethyl ) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 4 -hydroxy- 1 -but ynyl ) -6- 
(4 -morpholinylmethyl) -3-cinnolinecarboxamide ; 
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N- ( 4-chlorobenzyl ) -4 -hydroxy-8 - [ (1- 

hydroxycyclohexyl ) ethynyl] -6- ( 4 -morpholinylmethyl ) -3- 
cinnol inecarboxamide ; 

N- { 4-chlorobenzyl ) -8- { 3 , 3-dicyclopropyl-3-hydroxy-l- 
propynyl) -4 -hydroxy- 6- ( 4-morpholinylmethyl ) -3- 
cinnol inecarboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-8- [ (3S) -3-hydroxy-l- 
butynyl] -6- (4-morpholinylmethyl) -3-cinnolinecarboxamide ; 

8- { 3 - [ ( ami nocar bony 1 ) amino] -3-methyl-l-butynyl } -N- ( 4- 
chlorobenzyl ) -4-hydroxy-6- (4-morpholinylmethyl) -3- 
cinnol inecarboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-8- [3-methyl-3- (4-thioxo- 
1, 3, S-triazinan-l-yl ) -1-butynyl] -6- (4-morpholinylmethyl) 
-3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-8- [ (3R) -3-hydroxy-l- 
butynyl] -6- (4-morpholinylmethyl) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-6- (4-morpholinylmethyl) -8- 
{4-[ (4R) -2-oxo-l, 3-oxazolidin-4-yl] -1-butynyl } -3- 
cinnol inecarboxamide ; 

N- (4-chlorobenzyl) -8- [3- (1, l-dioxido-4-thiomorpholinyl ) - 
1-propynyl] -4-hydroxy-6- (4-morpholinylmethyl) -3- 
cinno 1 inecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 5-hydroxy-l-pentynyl ) -6- 
( 4-morpholinylmethyl ) -3-cinnolinecarboxamide; 
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N- (4-chlorobenzyl) -4 -hydroxy-8- { [ (IR, 2S) -2- 
hydroxycyclopentyl ] ethynyl } -6- ( 4 -morpholinylmethyl ) -3- 
cinnolinecarboxamide ; 

N- ( 4 -chlorobenzyl ) -4 -hydroxy-8- ( 3-hydroxy-3-methyl-l- 
butynyl) ~6- ( 4 -morpholinylmethyl ) -3-cinnolinecarboxamide ; 

N- (4 -chlorobenzyl) -8- [3- (4 , 5-dichloro-lH-imidazol-l-yl ) - 
1-propynyl] -4-hydroxy-6- ( 4 -morpholinylmethyl ) -3- 
cinnolinecarboxamide; 

N- ( 4-chlorobenzyl ) -4-hydroxy-8- ( 3-hydroxy-l-propynyl ) -6- 
( 4 -morpholinylmethyl) -3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- ( cyclopropylethyl ) -4-hydroxy-6- (4- 
morpholinylmethyl ) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- (dimethylamino) -1-propyl] -4- 
hydroxy-6- ( 4 -morpholinylmethyl ) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4 -hydroxy- 8- ( 4 -hydroxy- 1-butyl ) -6- ( 4- 
morpholinylmethyl) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- [ (1- 

hydroxycyclohexyl) ethyl] -6- ( 4-morpholinylmethyl ) -3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- (3, 3-dicyclopropyl-3-hydroxy-l- 
propyl) -4-hydroxy-6- (4-morpholinylmethyl) -3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- [ (3S) -3-hydroxy-l-butyl ] - 
6- (4-morpholinylmethyl) -3-cinnolinecarboxamide; 
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8- { 3- [ (aminocarbonyl ) amino] - 3 -methyl -1 -but yl } -N- ( 4- 
chlorobenzyl ) -4 -hydroxy-6- (4-morpholinylmethyl ) -3- 
c inno line car boxamide ; 

N~ ( 4 -chlorobenzyl ) -4-hydroxy-8- [3-methyl-3- (4-thioxo- 
1, 3, 5-triazinan-l-yl) -1 -butyl ] - 6- ( 4-morpholiny Imethyl ) -3- 
cinnolinecarboxamide ; 

N- ( 4-chlorobenzyl ) -4-hydroxy-8- [ (3R) -3-hydroxy-l-butyl ] - 
6- ( 4 -morpholinylmethyl ) -3-cinnolinecarboxamide ; 

N- ( 4-chlorobenzyl ) -4 -hydroxy- 6- { 4 -morpho liny Imethyl ) -8 - 
{4- [ (4R) -2-oxo-l, 3-oxazolidin-4-yl] -l-butyl}-3- 
cinnolinecarboxamide; 

N- ( 4-chlorobenzyl ) -8- [ 3- ( 1 , l-dioxido-4-thiomorpholinyl ) - 
1-propyl] -4-hydroxy-6- ( 4 -morpholinylmethyl ) -3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-8- (5-hydroxy-l-pentyl) -6- (4- 
morpholinylmethyl ) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- { [ (IR, 2S) -2- 
hydroxycyclopentyl] ethyl} -6- ( 4 -morpholinylmethyl ) -3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 3-hydroxy-3-methyl-l- 
butyl) -6- ( 4 -morpholinylmethyl ) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- (4, 5-dichloro-lH-imidazol-l-yl ) - 
1-propyl] -4-hydroxy-6- ( 4-morpholinylmethyl ) -3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 3-hydroxy-l-propyl ) -6- (4- 
morpholinylmethyl ) -3-cinnolinecarboxamide ; 
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N- (4-chlorobenzyl) -4 -hydroxy-8- { 3-hydroxy-l-propynyl ) -3- 
cinnolinecarboxamide ; 

N- {4-chlorobenzyl) -4 -hydroxy-8- ( 4-hydroxy-l-butynyl ) -3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 3-hydroxy-l-propynyl ) -6- 
(tetrahydro-2H-pyran-4-ylmethyl) -3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-8- (phenylethynyl ) -6- 
(tetrahydro-2H-pyran-4-ylmethyl) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 3-hydroxy-3-phenyl-l- 
propynyl) -6- ( tetrahydro-2H-pyran-4-ylmethyl ) -3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 4-hydroxy-l-butynyl ) -6- 
(tetrahydro-2H-pyran-4-ylmethyl) "3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -8- [3- (dimethylamino) -1-propynyl] -4- 
hydroxy-6- ( tetrahydro-2H-pyran-4-ylmethyl ) -3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- { [ (1R,2R) -l-hydroxy-2- 
methylcyclohexyl ] ethynyl } -6- ( tetrahydro-2H-pyran-4- 
ylmethyl ) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- { 4- [ (4R) -2-oxo-l, 3- 
oxazolidin-4-yl] -1-butynyl } -6- ( tetrahydro-2H-pyran-4 - 
ylmethyl) -3-cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- (3-hydroxy-l-propyl ) -6- 
{tetrahydro-2H-pyran-4-ylmethyl) -3-cinnolinecarboxamide; 
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N- ( 4-chlorobenzyl) -4-hydroxy-8- (phenylethyl ) -6- 
( tetrahydro-2H-pyran-4-ylinethyl) -3-cinnolinecarboxamide; 

N- {4-chlorobenzyl) -4 -hydroxy-8- ( 3-hydroxy-3-phenyl-l- 
propyl) -6- ( tetrahydro-2H-pyran-4-ylmethyl) -3- 
cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-8- ( 4-hydroxy-l-butyl ) -6- 
( tetrahydro-2H-pyran-4-ylmethyl ) -3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -8- [3- (dimethylamino) -1-propyl] -4- 
hydroxy-6- ( tetrahydro-2H-pyran-4-ylmethyl ) -3- 
cinnolinecarboxamide; 

N- (4-chlorobenzyl) -4-hydroxy-8- { [ (IR, 2R) -l-hydroxy-2- 
methylcyclohexyl ] ethyl } -6- ( tetrahydro-2H-pyran-4- 
ylmethy 1 ) -3-cinnolinecarboxamide ; 

N- (4-chlorobenzyl) -4--hydroxy-8- { 4 - [ (4R) -2-oxo-l, 3- 
oxazolidin-4-yl] -1 -butyl } -6- ( tetrahydro-2H-pyran-4- 
ylmethyl ) -3-cinnolinecarboxamide; 

and pharmaceutically acceptable salts thereof. 

9. A method of Claim 1, wherein the compound 
administered is Formula VIII 

O O 




VIII 

and pharmaceutically acceptable salts thereof, wherein 
A^^^^ is 
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a) CI, 

b) Br, 

c) CN, 

d) NO2, or 

e) F; 



R^"^-^ is 



a) R^"^-^ 

b) NR^"^-'R^"^-^ or 



c) SO2R 



VIII-9 , 



R^"^-2 is 

a) aryl^"^ 

b) het^"^ 

c) SO/"^R^"^-S 

d) OC2-7 alkyl substituted by OH, 

e) SC2-7 alkyl substituted by OH, or 

f) C2-8 alkyl which is partially unsaturated and 
optionally substituted by one or more 
substituents selected from R^"^"^\ OR""^"^^, 
SrViii-13^ ^j^viii-7j^viii-8^ (C=0)Ci.7 alkyl or 

SO^.^"^R^"^-^• 
with the proviso that when R^^^'i = rVih-s ^ 
(CH2CH2O) iR^"^"^°, then R^"^'2 may additionally represent 



a) 


H, 


b) 


halo. 


c) 


(C=0)R^"^-S 


d) 


{C=0)0R^"^-5 


e) 


cyano. 


f ) 




g) 


Ohet^"^ 


h) 




i) 


5j^viii-io^ 


j) 


Shet^"^ 


k) 


NHCOR^"^-^^ 
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1) NHS02R^"^"^^, or 

m) R^"^-' together with R^"^'^ or R^"^'^ form a 

carbocyclic or het^''^''^^ which may be optionally 
substituted by NR^"^"''r''^""^, or Ci-7alkyl which 
may be optionally substituted by OR^''^''^"^^ ; 
r""^"^ and R^"i-^ are independently: 

a) H, 

b) halo, 

c) aryl^"^ 

d) S(0)/"^R^"^-^ 

e) (C=0)R^"^'*, 

f) (C=0)OR^"^-^ 

g) cyano, 

h) het^^^^, wherein said het^^^^ is bound via a 
carbon atom, 

i) 0R^"^-^°, 
j) Ohet^"^ 

k) rVIII-7j^VIII-8^ 

1) SR^"^-^°, 
m) Shet^"^ 
n) NHCOR''"^'^^, 
o) NHSOaR^"^'^^, 

p) Ci-7alkyl which may be partially unsaturated and 
optionally substituted by one or more 
substituents of the group R^"^'^^, OR^"^'^^, 

3j^VIII-10^ j^j^VIII-7j^VIII-8^ j^g^LO, {C=0)Cl. 

7alkyl, or SOJ"^R^"^-^ or 
q) rviii-4 together with R^"^'^ form a carbocyclic or 
het^^^''^ which may be optionally substituted by 
^j^viii-7j^viii-8^ or Ci-7alkyl which may be 

optionally substituted by OR^^"'^^- 

R^"^-^ is 
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a) (CH2CH20)i^^^^R^^^^-^°, 

b) het^^^^, wherein said het^^^^ is bound via a 
carbon atom, 

c) aryl^^", 

d) Ci-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^'"-^R''"'■^ R^"'-^^ 
SOm^^^^R^"^"^, or OC2-4alkyl which may be further 
substituted by het^"^ 0R^"^-^°, or NR^"^-^R"^^^-^ 
or 

e) Cs-scycloalkyl which may be partially 
unsaturated and optionally substituted by one 
or more substituents selected from R^''""'""'""''"''", 
^j^viii-7j^viii-8^ SO^t''^'^R''^^^"^ or Ci-7alkyl optionally 
substituted by R^^^'^S NR^^^^'^R^^^^'S or SO.R^^^^-^• 

R^^^^-^ is 

a) Ci-7alkyl, 

b) nr'''''-'r'^''-\ 

c) aryl^^^^ or 

d) het^^^^, wherein said het^^^^ is bound via a 
carbon atom; 

j^viii-7 j^viii-8 independently 

a) 

b) aryl^^^^ 

c) Ci-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR'''''"'°R^'''"^^ 
j^viii-ii^ 30^j^viii-9^ CONR^'''''°R^'''-'°, or halo, or, 

d) R^^^^"'' and r^^^^"® together with the nitrogen to 
which they are attached form a het^^^^; 

R^^^^-^ is 

VIII 



a) aryl''^^\ 
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b) het^"^ 

c) Ca-scycloalkyl, 

d) methyl, or 

e) C2-7alkyl which may be partially unsaturated and 



is optionally substituted by one or more 
substituents selected from nr''"'-^°R'""'^°, 
P^viii-ii^ SH, C0NR^"^-^°R""-^°, or halo; 



j^VIII-lO .3 



a) H, 

b) methyl, or 

c) C2-7alkyl optionally substituted by OH; 
j^viii-11 

a) OR^"^-", 

b) Ohet^"S 

c) Oaryl^"^ 

d) C02R^"'-'°, 

e) het^"^ 

f) aryl^"^ or 

g) CN; 

a) H, 

b) het^"^ 

c) aryl^"^ 

d) C3-8cycloalkyl, 

e) methyl, or 

f) C2-7alkyl optionally substituted by NR''"^"''r^"^"^ 



or R^"^-^^- 



,VIII-13 



is 



a) (P=0) (0R")2, 

b) CO (CH2) n^'^CON (CH3) - (CH2) nSOa'M'' 

c) an amino acid, 

d) C(=0)aryl^"^ or 
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e) C (=0) Ci-valkyl optionally substituted by 
j^j^viii-7j^viii-8^ ^^y^viii^ het^'^^ CO2H, or 



a) or 

b) Ci-7alkyl; 

each i^^^^ is independently 2, 3, or 4; 
each n^^"^^ is independently 1, 2, 3, 4 or br- 
each m^^^^ is independently 0, 1, or 2; 
M^"^^"^ is sodium, potassium, or lithium; 

aryl^^^""" is a phenyl radical or an ortho-fused bicyclic 
carbocyclic radical wherein at least one ring is 
aromatic; 

wherein any aryl^"^^*"" is optionally substituted with one or 
more substituents selected from halo, OH, cyano, 
C02R^^^^"^'*f CF3, Ci-ealkoxy, and Ci-e alkyl which may be 
further substituted by one to three SR^^^^"''"'* , 

^j^VIII-14j^VIII-14^ groups; 

het^^^^ is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1, 2, or 3 heteroatoms selected from the 
group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 

wherein any het^""""^"^ is optionally substituted with one or 
more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R''^^^~^S CF3, 
Ci-ealkoxy, 0x0, oxime, and Ci-e alkyl which may be 
further substituted by one to three SR'^^^^'^S 
j^j^viii-i4j^viii-i4^ C02R^'''-'' groups. 
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10. The method of Claim 9, wherein A^^^^ is CI. 



11. The method of Claim 9, wherein R^^^^ ^ is alkynl- 
CH2OH. 

12. The method of Claim 9, wherein the compound 
administered is N- ( 4-chlorobenzyl) -6- ( 3-hydroxy-l- 
propynyl) -1 , 7 -dimethyl- 4 -0x0- 1 , 4- 

dihydro [1,8] naphthyridine-3-carboxamide, or N- {4- 
chlorobenzyl ) -6- ( 3-hydroxy-l-propynyl ) -7-methoxy-l- 
methyl-4-oxo-l, 4-dihydro [1,8] naphthyridine-3-carboxamide ; 
or a pharmaceutically acceptable salt thereof. 

13. The method of Claim 9, wherein the compound 
administered is: 

N- ( 4 -chlorobenzyl ) -6- (3-hydroxy-l-propynyl) -1, 7-dimethyl- 
4-oxo-l, 4-dihydro [1,8] naphthyridine-3-carboxamide ; 

N- (4-chlorobenzyl) -6- ( 3-hydroxypropy 1 ) -1, 7 -dimethyl-4 - 
0x0-1, 4-dihydro [1,8] naphthyridine-3-carboxamide ; 

N- (4 -Chlorobenzyl) -6-iodo-7-methoxy-l-methyl-4-oxo-l , 4- 
dihydro [1,8] naphthyridine-3-carboxamide; 

N- (4-chlorobenzyl) -1, 7 -dimethyl- 6- (4-morpholinylmethyl ) - 
4-0x0-1, 4-dihydro [1,8] naphthyridine-3-carboxamide; 

N- (4-chlorobenzyl) -l-methyl-4, 7-dioxo-l, 4,7,8- 
tetrahydro [1,8] naphthyridine-3-carboxamide ; 
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N- (4-chlorobenzyl) -6- ( 3-hydroxy-l-propynyl ) -7-methoxy-l- 
methyl-4-oxo-l, 4 -dihydro [ 1 , 8 ] naphthyridine-3-carboxamide ; 

N- (4-chlorobenzyl) -6- ( 3-hydroxypropyl ) -7-methoxy-l- 
methyl-4-oxo-l, 4-dihydro [ 1, 8 ] naphthyridine-3-carboxamide ; 

ethyl 6-{ [ (4-chlorobenzyl) amino] carbonyl } -2-methoxy-8- 
methyl-5-oxo-5, 8-dihydro [1, 8 ] naphthyridine-3-carboxylate ; 

and pharmaceutically acceptable salts thereof. 

14. A method of Claim 1, wherein the compound 
administered has the Formula IX 



R'^-^OH O 




and pharmaceutically acceptable salts thereof, wherein, 
R^^-^ is 

a) CI, 

b) Br, 

c) CN, 

d) NO2, or 

e) F; 

j^ix>2^ p,ix-4 independently selected from: 

a) H, 

b) halo, 

c) aryl^^, 

d) S(0)^»'''R'''■^ 

e) {C=0) R^^'^, 

f ) (C=0)OR'^-^ 
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g) cyano, 

h) het^^, wherein said het^^ is bound via a carbon 
atom, 

i) 0R^^-^°, 
j) Ohet'^, 
k) 

1) SR^^-^°, 

m) S^'^'het, 

n) NHCOR^^'^^ 

o) NHS02R^'^"^^,or 

p) Ci-7alkyl which may be partially unsaturated and 
optionally substituted by one or more 
substituents of the group R^^"^^ OR^^'^^, SR^^'^°, 
SR^^-l^ NR^^-'^R^'^-^, halo, {C=0)Ci-7alkyl, or 
SO.R^^-^• 

R^^-^ is 

a) Ci-7alkyl, 

b) NR^'^-V^-s, 

c) aryl^^, or 

d) het^^, wherein said het^^ is bound via a carbon 
atom; 

R^'^'"' and R^^"® are independently 

a) H, 

b) aryl^^, 

c) Ci-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^^'^°R^^"^°, R^^"^^, 
SO^R'^-', CONR^^-^°R^x-^°, or halo, or, 

d) R^"^-^ and R^^"^ together with the nitrogen to 
which they are attached form a het^^; 

R^^-^ is 



a) aryl 



IX 
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b) het^^, 

c) C3-8cycloalkyl, 

d) methyl, or 

e) C2-7alkyl which may be partially unsaturated and 
is optionally substituted by one or more 
substituents selected from NR^^"^°R^^"^°, R^^"^\ 
SH, CONR^''"^°R^''"^°, or halo; 



p^ix-io 



j^IX-11 



IS 




a ) 




b) 


methyl, or 


c ; 


v^2-7axKyx opuionaxxy 


X s 




a ; 


^pIX-lO 
UK , 


b) 


Ohet"''^, 


C) 


uaryx , 


d) 


r^r\ T-4IX-IO 


e) 


het^^'. 


f ) 


aryl^^, or 


g) 


CN; 


is 




a) 


H, 


b) 


het^^, 


c) 


aryl^^, 


d) 


C3-8cycloalkyl, 


e) 


methyl, or 


f ) 


C2-7alkyl optionally 




^IX-lI. 


is 




a) 


(P=0) (0R'^"'')2, 



^IX-7j^IX-8 



b ) CO ( CH2 ) n CON ( CH3 ) - ( CH2 ) n SOs'M^ 

c) an amino acid, 

d) C(=0)aryl, or 
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e) C (=0) Ci^7alkyl optionally substituted by 



j^P^ix-7j^ix-8^ aryl^^, het^^, CO2H, or O (CH2) nC02R^'^"^^ 



R^^-^^ is 



a) H, or 

b) Ci-7alkyl; 

each n-^^ is independently 1, 2, 3, 4 or 5; 
each m^"^ is independently 0, 1, or 2; 
M^^ is sodium, potassium, or lithium; 

aryl"^^ is a phenyl radical or an ortho-fused bicyclic 
carbocyclic radical wherein at least one ring is 
aromatic; 

wherein any aryl"""^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, C02R^^"^'', CF3, Ci-ealkoxy, and Ci-e 
alkyl which may be further substituted by one to 
three SR^^-^\ NR^^'^^R^^'^S OR^^'^S or C02R'^-'' groups; 

het"""" is a four- (4), five- (5), six- (6), or seven- (7) 
membered saturated or unsaturated heterocyclic ring 
having 1^ 2, or 3 heteroatoms selected from the 
group consisting of oxygen, sulfur, and nitrogen, 
which is optionally fused to a benzene ring, or any 
bicyclic heterocycle group; 

wherein any het"'"^ is optionally substituted with one or 

more substituents selected from the group consisting 
of halo, OH, cyano, phenyl, C02R^^"^^, CF3, Ci-ealkoxy, 
0x0, oxime, and Ci-6 alkyl which may be further 
substituted by one to three SR^^'^S NR^^'^^R^^'^S 
0R^^'^\ or C02R^^"^^ groups. 
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15. The method of Claim 14, wherein R^^'^ is CI. 

16. The method of Claim 14, wherein the compound 
administered is selected from a group consisting of 

N- ( 4 -chlorobenzyl ) -4 -hydroxy- 7 -methyl [1,8] naphthyr idine- 
S-carboxamide ; 

N- ( 4-chlorobenzyl ) -4-hydroxy-7-methyl-6- ( tetrahydro-2H- 
pyran-4-ylmethyl) [1,8] naphthyridine-3-carboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-7-methyl-6- (4- 
morpholinylmethyl) [1,8] naphthyridine-3-carboxamide ; 

6-bromo~N- (4-chlorobenzyl) -4 -hydroxy-7 - 
methyl [ 1 , 8 ] naphthyr idine-3-carboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-6- ( 3-hydroxy-l-propynyl) -7- 
methyl [1,8] naphthyridine-3-carboxamide ; 

N- (4-chlorobenzyl) -4-hydroxy-6~iodo-7- 
methyl [1,8] naphthyridine-3-carboxamide ; and 

Methyl 6-{ [ ( 4-chlorobenzyl) amino] carbonyl } -5-hydroxy-2- 
methyl [1,8] naphthyridine-3-carboxylate . 

17. The method according to Claim 1, wherein said 
mammal is a human. 

18. The method according to Claim 1, wherein said 
mammal is a livestock or companion animal. 

19. The method according to Claim 1, wherein the 
amount administered is from about 0.1 to about 300 mg/kg 
of mammal body weight. 
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20. The method according to Claim 1, wherein the 
amount administered is from about 1 to about 30 mg/kg of 
mammal body weight. 

21. The method according to Claim 2, wherein the 
compound is administered parenterally , int ravaginally , 
intranasally , topically, orally, or rectally. 



Ill 



